Organo-selenium compounds are already known for their anti-cancer activity, being effective against several kind of tumours. 1, 2) These compounds also present other pharmacological properties such as antibacterial, antiviral, anti-fungal, anti-parasitic, antihistamine and anti-inflammatory effects. [3] [4] [5] Other properties include central nervous system inhibition, anaesthetic, hypnotic, tranquilliser and analgesic activities.
These facts led us to verify in mice the antinociceptive potential of 2-phenylselenenyl-1,8-cineole (PSC), 8, 9) an intermediate obtained in our terpene total synthesis studies. 10) To our knowledge this is the first study describing the analgesic effects of PSC.
MATERIALS AND METHODS

Chemical
Compound PSC was prepared in our laboratory as already described, 8) and dissolved in 5% Tween 20 as an emulsion.
Animals Male Swiss mice (26-36 g; 6-8 weeks old) were obtained from the Biology Dept. of this University. The animals were maintained at constant room temperature (23Ϯ1°C) and on a 12/12 h light-dark cycle (light from 7:00 to 19:00 h), with free access to food and water and for a minimum of 7 d before performing the experiments. All behavioural observations were conducted between 13:00 and 19:00 h.
Statistical Statistical analysis was performed by means of variance analysis followed by Student's t-test or Dunnet's test. A probability level of 0.01 or 0.05 was accepted as significant.
Acute Toxicity and Behavioural Effects The toxicity study was performed with different doses of PSC to groups of mice (nϭ10) administered intraperitoneal (i.p.), and mortality was recorded for 72 h for the determination of LD50. 11) According to the method of Irwin, 12) the behaviour of the mice was observed at 1 and 2 h after i.p. injection of PSC.
Pentobarbital-Induced Sleeping Time Sodium pentobarbital at a hypnotic dose of 50 mg/kg was injected i.p. to 2 groups (nϭ10) of mice 60 min after pre-treatment with 0.9% saline (control) and PSC (30 mg/kg) i.p., respectively. The duration of sleep time (loss and recovery of the righting reflex) was recorded. 13) Tail Immersion Method The tail (up to 5 cm) of the mice were dipped into a beaker containing water kept at 50°C. The time for the mice to remove its tail from the hot water was recorded and a maximum 60 s cut-off was used. The mice were divided into 3 groups (nϭ10). Saline 0.9% (control), PSC (30 mg/kg) and morphine (6 mg/kg) were administered i.p. Readings were taken at 60, 120, 180 and 240 min after drug injection.
14)
Acetic Acid Induced Writhing The mice were divided into 6 groups (nϭ10) and pre-treated with saline 0.9% (control). PSC (15, 30 , 60 mg/kg), 1,8-cineole (150 mg/kg) and morphine (6 mg/kg) were administered i.p. After 60 min an acetic acid solution (0.6%; 0.1 ml/10 g) was i.p. injected. After a further 5 min, the number of constrictions was recorded for 5 min. 15) 
RESULTS AND DISCUSSION
In this work, the effects of PSC were evaluated for central pharmacological activity. PSC did not induce mortality up to a dose of 120 mg/kg in mice. On the basis of animal observation, PSC (30 mg/kg) did not affect the motor coordination, muscle tone and reflexes. However, PSC showed depressant action as observed by decreased locomotor activity, increased passivity and also caused palpebral ptosis at 1 h and 2 h after administration. This central effect of PSC (30 mg/kg) was confirmed by an increase of pentobarbital induced sleeping time (Table 1) , indicating a sedative activity. In the evaluation of the analgesic profile, PSC (30 mg/kg) reduced the nociceptive responses in the tail-immersion method ( Table 2 ). The test compound was effective at 60 and 120 min, while the analgesic effect of morphine (6 mg/kg) only lasted up to 60 min. PSC (15, 30 , 60 mg/kg) decreased the incidence of acetic acid induced writhing (Table 3) . It produced a significant dose-dependent analgesic response. Similarly to morphine (6 mg/kg), PSC (60 mg/kg) showed almost the maximum inhibition for the writhing response. A recently pub- 16) and so we compared the ratio between the doses and the effects of inhibition of PSC (15 mg/kg) and 1,8-cineole (150 mg/kg). PSC was approximately 8.5-fold more active than 1,8-cineole. In conclusion, the present study provides evidence that PSC has a sedative effect and antinociceptive activity, causing both thermal (tail immersion method) and chemical (acetic acid induced writhing) nociceptive stimuli in mice. 
